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AB Methods for inhibiting virus propagation and treating virus infection are 
provided which include administering to cells infected with viruses a 
compound capable of inhibiting viral budding from the cells. The method can 
be useful in treating infection by viruses that utilize the TsglOl protein 
of their host cells for viral budding within and/or out of the cells. The 
method can be useful in treating infection by viruses that utilize the 
such treatment a composition comprising a peptide having an amino acid sequence 
motif PX1X2P and is capable of binding the UEV domain of TsglOl, wherein 
XI and X2 are amino acids, and X2 is not R. Preferably, XI is threonine 
(T) or serine (S) , and X2 is alanine (A) . Preferably the peptide is 
associated with a transporter that is capable of increasing the uptake of the 
peptide by a mammalian cell by at least 100%, preferably at least 300%. 
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AB The present invention provides synthetic compds . , antibodies that 

recognize and bind to these compds., polynucleotides that encode these 
compds., and immune effector cells raised in response to presentation of 
these epitopes. The invention further provides methods for inducing an 
immune response and administering immunotherapy to a subject by delivering 
the compns . of the invention. 
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Methods for inhibiting HIV propagation and treating HIV infection are 
provided which include administering to cells infected with HIV a compound 
capable of inhibiting viral budding from the infected host cells. The 
compound is a TsglOl UEV domain-binding HIV gag peptide covalently linked 
a transporter capable of increasing the uptake of said peptide by a 
mammalian cell. The transport is selected from the group consisting of 
penetratins, l-Tat49-57, d-Tat49-57, retro-inverso isomers of 1- or 
d-Tat49-57, L-arginine oligomers, D-arginine oligomers, L-lysine 
oligomers, d-lysine oligomers, etc. The methods are especially useful in 
treating HIV infection and in treating and preventing AIDS. 
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AB The present invention relates to a tolerogenic mammalian dendritic 

cells (DCs) and methods for the production of the tolerogenic DCs. In 
addition, 

the present invention provides a method for enhancing tolerogenicity in a 
host comprising administering the tolerogenic mammalian DCs of the present 
invention to the host. The tolerogenic DCs of the present invention 
comprise an oligodeoxyribonucleotide (ODN) which has one or more 
NF-kB binding sites. The tolerogenic DCs of the present invention 
may further comprise a viral vector, and preferably an adenoviral vector, 
which does not affect the tolerogenicity of the tolerogenic DCs when 
present therein. Enhanced tolerogenicity in a host is useful for 
prolonging foreign graft survival and for treating inflammatory related 
diseases, such as autoimmune diseases. 
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Dendritic cells (DC) classically promote immune responses but 
can be manipulated to induce antigen-specific hyporesponsiveness in vitro. 
The expression of costimulatory mols. (CD40, CD86, CD80) at the DC cell 
surface correlates with their capacity to induce or suppress immune 
responses. Expression of these mols. is associated with NF-kB- 
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dependent transcription of their genes. DC tolerogenicity has been 
associated with impaired NF-KB-dependent transcription of costimulatory 
genes as well as NF-kB translocation to the nucleus. In this 
report, we demonstrate that double -stranded oligodeoxyribonucleotides 
containing binding sites for NF-kB (NF-kB ODN) are efficiently 
incorporated by bone marrow-derived DC and specifically inhibit 
NF-KB-dependent transcription of a reporter gene. Moreover, 
exposure of DC to the oligonucleotide decoys inhibited lipopolysaccharide 
(LPS) -induced nitric oxide production, a marker of DC maturation. Treatment 
of bone marrow-derived DC progenitors with NF-kB ODN selectively 
suppressed the cell-surface expression of costimulatory mols . without 
interfering with MHC class I or class II expression. Furthermore, 
NF-kB ODN DC induced allogeneic donor-specific hyporesponsiveness in 
mixed leukocyte cultures, and this was associated with inhibition of Thl-type 
cytokine production Finally, infusion of NF-kB ODN-modified bone 
marrow-derived DC into allogeneic recipients prior to heart 
transplantation resulted in significant prolongation of allograft survival 
in the absence of immunosuppression. Specific interference with 
NF-kB and other transcriptional pathways involved in immune 
stimulation in DC using ODN decoy approaches could be one means to promote 
tolerance induction in organ transplantation. (c) 2000 Academic Press. 
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